Bupropion hydrochloride (HCI) is an antidepressant that acts as a norepinephrine and dopamine reuptake inhibitor and has three different dosage forms including immediate release (IR), sustained release (SR), and extended release (ER). Despite its relatively safe side effect profile bupropion may cause several side effects. Here, we aimed to report a case with major depression using extended release form of bupropion hydrochloride who was presented with urinary incontinence during sleep, an uncommon side effect of bupropion.
Introduction
Bupropion is a second-generation antidepressant that acts as a norepinephrine and dopamine reuptake inhibitor [1] . Bupropion has immediate release, sustained release, and extended release forms which are used in quitting smoking and extended release form is used in major depressive disorder in our country [2, 3] . Bupropion is considered safe in terms of the side effect profile and is found to cause less sexual dysfunction, sedation, sleep, and weight gain [4] . Common side effects of the medication are insomnia, headache, constipation, dry mouth, nausea, and restlessness [5] . Selective serotonin reuptake inhibitors (SSRIs) may cause urinary incontinence as a side effect and it is seen that serotonin/noradrenaline reuptake inhibitors (SNRIs) and tricyclic antidepressants may decrease present urinary incontinence symptoms. Although the underlying mechanism is not fully known, it may involve relaxation of the bladder wall with noradrenergic and anticholinergic effects and changes in the urethral perfusion [6, 7] . By presenting this case of urinary incontinence during sleep associated with extended release form of bupropion, we aimed to mention a side effect which is not frequently encountered in literature.
Case
FK, a 42-year-old male patient, presented to our clinic with a growing feeling of unwillingness, indisposition, anhedonia, boredom, insomnia, and wanting to cry. Hospitalization was considered due to passive suicidal ideation and depressive manifestations. It was learned that the patient's complaints had started two months before and he had not benefited from the outpatient treatment. According to history taken from the patient and his relatives, the patient had no history of any psychiatric complaints or treatments or neurological disorders including epilepsy and syncope and he did not have any urological problems during childhood or puberty, nor did he have history of any organic disease or constant medication use. The psychiatric examination revealed normal self-care, anxiety to interview, depressed and tearful effect and mood, and decreased speed and amount of speech. Preoccupation on the stressor event, self-blame, blaming others, and feelings of guilt were present in thought content. Thought speed was normal but he was distracted. Memory and cognitive functions were normal, insight was present, and judgment was normal. Sleep, appetite, and sexual desire were decreased. Complete blood count, routine biochemical parameters, thyroid hormone profile, and urinalysis were in normal range; no pathological finding was found in either physical or neurological examination. Hamilton Depression Rating Scale (HDRS) and Hamilton Anxiety Scale (HAS) were administered to the patient. He had a HDRS score of 24 and a HAS score of 11. Also Structured Clinical Interview for DSM IV, Axis I (SCID-I) [8] was administered to the patient and major depressive disorder diagnosis was made. Venlafaxine was started at a dosage of 75 mg/day. At the second day of treatment the patient developed a sudden onset of urinary retention and difficulty in urination. Complete blood count and urine test were normal. Because it was considered as a side effect of venlafaxine treatment the patient was switched to bupropion 150 mg/day. At the 15th day of the treatment patient's complaints were decreased significantly and it is learned that the patient had started waking up wet every morning after switching to bupropion treatment but he did not tell his doctor about this for some time as he was too embarrassed. The patient noted that his urinary incontinence had started a day after switching to bupropion treatment but he did not mention about this until the 15th day of the treatment when his psychiatric complaints were improved. Once the patient's blood and urine test results were normal the patient's bupropion treatment was stopped because of the risk of lowering seizure threshold and an electroencephalography (EEG) was recorded at the very same day. EEG was normal and a neurology consultation was made with the test results including a brain computerized tomography (CT) scan. The patient was observed for 24 hours in a closed observation room in terms of sleep disorder symptoms like sleep-walk, sleep-talk, sleep movement disorder symptoms, or symptoms of epileptic seizures. But no epileptic seizures or sleep disorder symptoms were observed. No neurological pathology was determined and bupropion treatment was continued on request of the patient. However, due to the continuation of urinary incontinence a urology consultation was made. It is learned that physical examination performed by urology, upper and lower abdominal ultrasonography, urine analysis, and uroflowmetry had revealed no pathology and no medical recommendations were made. As a result of the consultations and investigations it is decided that the patient was not likely to have any sleep disorder or urological disease. The patient was discharged during the 4th week of admission to be followed as an outpatient. It is also noted that there was no significant difference in terms of eating and drinking habits of the patient during hospitalization, discharge, and premedication period. However, due to continuation of urinary incontinence during outpatient follow-up bupropion was discontinued and following up with a selective serotonin reuptake inhibitor (SSRI) was planned. During outpatient follow-up absence of depressive complaints, benefit from the SSRI treatment, and no increase in HDRS score were observed. Also urinary incontinence was stopped immediately after the discontinuation of bupropion treatment.
Discussion
Bupropion is a preferred antidepressant because of its safe side effect profile; however, some rare side effects such as urinary incontinence may be seen. The most common side effects of bupropion are sleeplessness, headaches, and dry mouth [3] . Neuropsychiatric side effects such as vivid dreams, attention, perception and memory changes, visual hallucinations and delusions, vertigo, catatonia, and insomnia may occur rarely apart from the common side effects of bupropion [9] . Additionally, serum-sickness-like reactions [10] , rhabdomyolysis [11] , dermatological manifestations [12] , and serotonin syndrome [13] are uncommonly observed. In our case, urinary incontinence during sleep which has not been reported in the literature commonly is observed as a rare side effect. As another side effect, bupropion may cause seizures due to lowering of the seizure threshold [3, 14] .
In our case at first, epileptic seizure was considered as the reason of the urinary incontinence during sleep. As a result bupropion treatment was stopped, an EEG was recorded, and brain CT was carried out. In the follow-up the results revealed no evidence of an epileptic seizure and also there was no past or family history of a similar condition so we moved away from this idea. Along with a case using selective serotonin reuptake inhibitors (SSRIs) [15] enuresis was seen in cases using combined risperidone and SSRI treatment [16] . And again similarly reversible nocturnal enuresis was present in 5 cases receiving SSRI with or without risperidone [17] . Besides, in the literature there are some cases treated with imipramine in whom enuresis caused by risperidone was present [18] . Contrary to this, urinary incontinence associated with bupropion is not present in the literature.
In patients with a diagnosis of overactive bladder who have urinary incontinence pharmacological agents with anticholinergic activity have been shown to act on the detrusor muscle and to decrease urinary incontinence [19] . Tricyclic antidepressants like imipramine are used for the treatment of enuresis [18] , serotonin noradrenaline reuptake inhibitors like duloxetine are used in the treatment of overactive bladder, and it is shown that duloxetine helps in symptom management in cases of overactive bladder and stress incontinence [20] . Similarly, there are reports in the literature showing the efficacy of venlafaxine treatment in urinary incontinence [21] . Venlafaxine has been used to reduce urinary incontinence in a group of spinal cord injury patients; it has been shown to decrease postvoid volume and voiding rate while urinary volume in the bladder has been showed to remain normal during subsequent periods of treatment [6] . In another study, decrease in the bladder contractions and increase in the urethral strip contractions have been observed; urethral perfusion pressure has been shown to increase whereas the urethral perfusion pressure has been seen to remain unaffected by fluoxetine [7] . Studies have shown that in some cases urinary incontinence has been observed with SSRIs and SNRIs like venlafaxine and duloxetine while tricyclic antidepressants like imipramine have been shown to be able to reduce incontinence symptoms in some patients. Although the exact mechanism is unknown, there may be a connection between the effects of SSRIs, SNRIs, and tricyclic antidepressants on bladder and urethra and bupropion induced incontinence.
In our case, since the patient has a normal electroencephalography (EEG) record, neurological examination, and Case Reports in Psychiatry 3 computerized tomography (CT) scan we moved away from the idea that it was incontinence resulting from an epileptic seizure. Although urological examination, uroflowmetry, and abdominal ultrasonography were normal in our case, urinary retention with venlafaxine and urinary incontinence with bupropion was observed. Also there was no history of any sleep, neurological, and urological disorder or history of constant medication use. Consequently, we think that urinary incontinence during sleep associated with extended release form of bupropion in a patient without any urological or neurological pathology is important for its rarity in the literature.
